are associated with worsened course of illness even after adjustment for severity of baseline depression. The aforementioned largest randomized clinical trial of rapid cycling (N=51), although not definitive, also indicated an association between antidepressant use and rapid cycling (4) . In contrast, a recent small study (N=9) of previously untreated patients with type II rapid-cycling bipolar disorder showed benefit with citalopram (7), but that study was limited to type II bipolar illness. Further, those data do not apply to patients with refractory illness. Now the largest prospective observational study has confirmed the association of rapid cycling with antidepressant use, supporting the viewpoint that these agents can worsen overall illness, causing more mood episodes (including depression), in patients with a rapid-cycling course.
Critics may suggest that the available randomized clinical trials of maintenance treatment for bipolar disorder do not uniformly provide evidence of increased cycling rates with antidepressants. As has been discussed at length elsewhere (5), it is relevant that those trials were conducted with mostly non-rapid-cycling patients and were not powered to detect long-term worsening of mood episodes with antidepressants, compared with placebo. In the future, it will be difficult, as well as ethically challenging, to devise randomized clinical trials to test the hypothesis of worsening of rapid-cycling bipolar disorder with antidepressants. Thus, observational analyses such as this STEP-BD study will become even more influential for informing clinical care.
In my own clinical experience, most cases of refractory bipolar disorder, usually of the rapid-cycling variety, are due to the mood-destabilizing effects of antidepressants. Such patients often receive antidepressants for years, with or without mood stabilizers. They rarely receive mood stabilizers in the absence of antidepressants. If antidepressants are seen as mood destabilizers, then an adequate therapeutic trial of mood stabilizers for rapid cycling can occur only in the absence of antidepressants. Frequently, in patients with refractory rapid-cycling bipolar disorder, multiple trials of mood stabilizers appear to fail, as the data of Schneck et al. suggest, because they are evaluated with antidepressants. When antidepressants are stopped, those same mood-stabilizing agents can then be effective. Stopping antidepressants thus is the sine qua non of treating rapid-cycling bipolar disorder. Sometimes, in a minority of cases, usually with highly suicidal patients during depressive episodes, short-term antidepressant treatment may be warranted. But in most patients with rapid cycling, these mood destabilizers are best avoided.
Mood destabilization with antidepressants should be distinguished from an acute manic "switch." Antidepressant-induced mania, or switch, is a short-term phenomenon; one might define it as happening within 2 months of the beginning of antidepressant treatment. Mood destabilization is a long-term phenomenon, reflecting more mood episodes over time than would have occurred by natural history. Antidepressants may cause long-term mood destabilization without a short-term manic switch, and vice versa. Although some agents may have low rates of acute manic switch (8), especially when used with mood stabilizers (9) , the data from STEP-BD suggest that even the new generation of antidepressants can produce long-term mood destabilization.
In sum, like other results from STEP-BD, this study may be one more nail in the coffin of antidepressant use in bipolar disorder. It would seem rational to turn our attention from antidepressants toward better proven interventions, particularly psychotherapies (10), for the depressive morbidity of bipolar disorder.
